Fozivudine tidoxil

DrugClass:  Entry and Fusion Inhibitors

Drug Description

Fozivudine tidoxil, also known as fozivudine, isa
thioether lipid-zidovudine conjugate that acts as a
zidovudine prodrug. [1]

HIV/AIDS-Related Uses

Fozivudine is being evaluated in Phase |11 clinical
trials for the treatment of HIV-1 infection in
antiretroviral-naive patients.[ 2]

Phar macology

Fozivudine, an enhanced prodrug of zidovudine, is
made up of a specific carrier molecule coupled
through a phosphate group to zidovudine.
Fozivudine has greater HIV-1 selectivity, improved
antiretroviral potency, and reduced bone marrow
stem cell toxicity in vitro compared with
zidovudine. Fozivudine is selectively distributed to
various organs, particularly in the lymphatic
system, and crosses the blood-brain barrier.
Activation through cleavage of the carrier molecule
occurs intracellularly in various organs. Fozivudine
exhibits a significant first-pass effect.[ 3]

Once-daily doses of fozivudine 800 mg induce a
decrease in viral load comparable to that of
zidovudine dosed three times daily. Once-daily
doses of fozivudine up to 800 mg/day for 7 days
have demonstrated a half-life of 4 to 5 hours and
nearly dose-linear areas under the
concentration-time curve (AUC). The AUC of free
zidovudine and the zidovudine-glucuronide
metabolite remained similar to the fozivudine
AUC. Minimum plasma concentrations at 24 hours
after administration of fozivudine 800 mg remained
several-fold greater than the necessary anti-HIV
inhibitory concentration.[4]

A Phase |1, multicenter, randomized, double-blind,
placebo-controlled, 4-week trial of fozivudine was
conducted in 72 HIV infected, antiretroviral-naive
patients. Twelve patients were assigned to each of
the following dosage groups: 200, 400, and 800 mg
daily; and 200, 400, and 600 mg twice daily. Ten
patients received fozivudine and two received
placebo in each group. Vira load decreased in all
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patients except for those in the group receiving
fozivudine 200 mg daily. A decrease of 0.67 l0g10
was achieved in the group receiving fozivudine 600
mg twice daily.[5]

Adver se Events/T oxicity

Fozivudine doses of 200 to 1,200 mg were well
tolerated in 72 HIV infected patients for 4 weeks.
Only one patient discontinued treatment because of
amoderate increase in aminotransaminase
levels.[6] Cellular toxicity appeared low in vitro
compared with zidovudine, and fozivudine
appeared to be better tolerated than zidovudine.[ 7]

[8]

Drug and Food Interactions

No dietary restrictions are necessary with
fozivudine adminstration. Fozivudine appears
synergistic with protease inhibitorsin vitro.[9]

Clinical Trials

For information on clinical trials that involve
Fozivudine tidoxil, visit the Clinical Trials.gov web
site at http://www.clinicaltrials.gov. In the Search
box, enter: Fozivudine tidoxil AND HIV Infections.

Dosing I nformation

Mode of Delivery: Oral.[10]

Dosage Form: Tablet containing fozivudine 200
mg.[11]

Fozivudine 200 to 800 mg once daily and 200 to
600 mg twice daily have been studied. Once-daily
administration has been selected for further
study.[12]

Chemistry

CAS Name: 5'-Thymidylic acid, 3'-azido-3'-deoxy-,
mono(2-(decyloxy)-3-(dodecylthio)propyl)
ester[13]

CAS Number: 141790-23-0[14]
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Chemistry (cont.)
Molecular formula: C35-H64-N5-08-P-S15]

C56.3%, H8.6%, N9.4%, O17.2%, P4.2%,
$4.3%[16]

Molecular weight: 745[17]

Other Names

BM 211290[18]

FZT[19]
HDP 99.0002[20]
DRG-0284[21]

Further Reading

ClinicaTrials.Gov - The Safety and Effectiveness
of Fozivudine Tidoxil in HIV-1 Infected Patients.
Available at:
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Further Reading (cont.) Fozivudine: BM 211290, fozivudine tidoxil, FZT,
HDP 990002, W 09726867. Drugs R D.
2004;5(1):41-3. Review.

Girard PM, Pegram PS, Diquet B, Anderson R,
Raffi F, Tubiana R, Sereni D,Boerner D. Phase 1
placebo-controlled trial of fozivudine tidoxil for
HIV infection: pharmacokinetics, tolerability, and
efficacy. J Acquir Immune Defic Syndr. 2000 Mar
1;23(3):227-35.

M anufacturer Information

Fozivudine tidoxil
Heidelberg Pharma
Schriesheimer Strasse 101
D-68526 Ladenburg
Baden-Wurttemberg, Germany
49-6203-1009-40

For MorelInformation

Contact your doctor or an AIDSinfo Health
Information Specialist:

* ViaPhone: 1-800-448-0440 Monday - Friday,
12:00 p.m. (Noon) - 5:00 p.m. ET

* ViaLiveHelp: http://aidsinfo.nih.gov/live_help
Monday - Friday, 12:00 p.m. (Noon) - 4:00 p.m. ET
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